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LI 12929 S SULFATASE 

L2 304 S POLYOXYETHYLENESORBITAN 

L3 2 S LI AND L2 

L4 2 DUP REM L3 (0 DUPLICATES REMOVED) 

L5 14357 S TWEEN (2N) 80 

L6 11 S L5 AND SULFATASE 

L7 11 DUP REM L6 (0 DUPLICATES REMOVED) 

L8 1679 F HID 

L9 21695 S POLYOXYETHYLENESORBITAN OR (TWEEN (2N) (20 OR 80)) 

LIO 3 S L9 (ION) SULFATASE 

Lll 3 DUP REM LIO (0 DUPLICATES REMOVED) 

L12 1374 S L9 (ION) (ENZYME OR PROTEIN) 

L13 134 S L12 AND PHARMA? 

L14 121 DUP REM L13 (13 DUPLICATES REMOVED) 

LIS 65 S L14 AND ENZYME 

L16 65 DUP REM L15 (0 DUPLICATES REMOVED) 

L17 0 S L16 AND PY2000 

L18 0 S L16 AND (PY2000) 

L19 5491 S POLYOXYETHYLENE (2N) SORBITAN 

L20 0 S L19 (ION) SULFATASE 

L21 IS L19 AND SULFATASE 

L22 OS POLYSORBATE (2 ON) SULFATASE 

L2 3 9 S TWEEN (2 ON) SULFATASE 

L24 9 DUP REM L23 (0 DUPLICATES REMOVED) 
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(FILE 'HOME' ENTERED AT 10:12:13 ON 17 NOV 2004) 

FILE 'MEDLINE, CAPLUS, BIOSIS, AGRICOLA' ENTERED AT 10:12:46 ON 17 NOV 
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LI 8672 S ARSB OR ASB OR ARYLSULFATASE 

L2 331 S LI AND (MPS OR MSD OR MUCOPOLYSACCHARIDO? ) 

L3 9 S L2 AND (ENZYME (2N) REPLACEMENT (2N) THERAPY) 

L4 5 DUP REM L3 (4 DUPLICATES REMOVED) 

L5 33 8 S ARYLSULFATASE AND MUCOPOLYSACCHAR? 

L6 45 S L2 AND (THERAPY) 

L7 32 DUP REM L6 (13 DUPLICATES REMOVED) 

L8 358 S LI AND (MPS OR MSD OR MUCOPOLYSACCHARIDO? OR MAROTEAUX) 

L9 0 S L8 AND (POLYSORBATE OR SORBITAN OR TWEEN) 

LIO 1 S L8 AND (PHARMACEUTICAL) 

Lll 71 S L8 AND (TREAT? OR THERAPY) 

L12 48 DUP REM Lll (23 DUPLICATES REMOVED) 

L13 8 S L12 AND DRUG 

L14 44 995 S POLYSORBATE OR TWEEN OR SORBITAN 

L15 10931 S L14 AND (DRUG OR PHARMACEUTICAL OR THERA?) 

L16 1 S L15 AND (ENZYME (2N) REPLACEMENT) 

L17 24 92 S L15 AND FORMULATION 

LI 8 2117 S L14 (ION) (DRUG OR PHARMACEUTICAL OR THERA?) 

L19 69 S L18 AND ENZYME 

L2 0 66 DUP REM L19 (3 DUPLICATES REMOVED) 

L21 26225 S (POLYSORBATE OR TWEEN OR SORBITAN) {3N) (20 OR 80) 

L22 7760SL21 AND (DRUG OR PHARMACEUTICAL OR THERA?) 

L23 437 S L22 AND ENZYME 

L24 1483 S L21 (ION) (DRUG OR PHARMACEUTICAL OR THERA?) 

L25 48 S L24 AND ENZYME 

L26 45 DUP REM L25 (3 DUPLICATES REMOVED) 



=> logoff hold 
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AB Disclosed is a method for stabilizing active substances that are unstable 
in acidic medium, unstable when stored for longer periods of time in the 
presence of water and at the same time sensitive to heating, by means of 
anhydrous granulation of active substances and dried pharmaceutical ly 
acceptable auxiliary substances for the preparation of pellet cores or 
granules. All pharmaceutically acceptable auxiliary substances employed 
are dried before use so that their weight loss at drying is less than 1.0 % 
of the total weight of the pharmaceutically acceptable auxiliary substance, 
preferably less than 0.5 %. Organic solvents used in process of anhydrous 
granulation should contain less than 0.2 % of water. A novel 
pharmaceutical formulation with controlled release of active substances 
that are unstable in acidic medium, unstable when stored for longer 
periods of time in the presence of water and at the same time sensitive to 
heating, is disclosed as well. Pellet cores 1000 g were prepared by anhydrous 
granulation process from polysorbate 80 2 g dissolved in, absolute ethanol, 
omeprazol 100, dried lower- substituted hydroxypropyl cellulose 100, dried 
microcryst. cellulose 100, dried mannitol 598, and dried 
polyvinylpyrrolidone 50 g. The pellet cores were coated with dried 
hydroxypropylmethyl cellulose phthalate and di-Bu sebacate dissolved in a 
mixture of absolute ethanol and acetone for gastro-resistance and filled into 
hydroxypropylmethyl cellulose capsules. 
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AB Oral pharmaceutical formulation which improves the bioavailability of 

pharmaceuticals which are substantially water and oil insol. is disclosed. 
In addition to the pharmaceutical, the formulation includes an emulsifier, an 
oil and a solubilizer. Alternatively, the formulation includes an aqueous 
solut ion of solubilizer. Nl- [ [N2 - [ [ (1 , 1 , -dimethylethyl) amino] carbonyl] -N2- (2- 
methylpropyl) amino] -2 (R) -hydroxyl-1 (S) - (phenylmethyl) propyl] -2 (S) - [N3- (2- 
quinolinylcarbonyl) amino] butanediamide (I) (preparation given) 0.5, was 
dissolved in absolute ethanol 3.5, then to this solution was added Tagat TO 

3.5, 

Neobee M5 oil 2.5 g and was mixed to obtain a clear viscous solution of an 
emulsifiable concentrate After administration of the above solution (mixed in 

a 

ratio of 1:10 with water) to dogs (10 mg I/lcg) the AUC was 514 ng/mL/h and 
Cmax was 290 ng/mL. 
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AB A pharmaceutical preparation includes a pharmaceutical agent incorporated into 
particles comprising (i) a core formed from a hydrophilic material, a 
hydrophobic material or a hydrophobic emulsion or dispersion and (ii) an 
alternating sequence of hydrophilic/hydrophobic layers thereon such that 
there is a hydrophilic/hydrophobic interface between the core and each 
succeeding layer. The composition provides enhanced absorption capabilities 
for oral delivery of peptide drugs and drugs that are poorly soluble in aqueous 
media. The hydrophobic materials are preferably selected from the group 
consisting of long-chain carboxylic acids, esters, ales., and mixts. 
thereof. An emulsion containing somatostatin 15, PEG-4000 20, PEG-8000 20, 
Polysorbate-80 5, and oleic acid 40% was filled into capsules. 
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AB Oral pharmaceuticals contain an enzyme- labile drug which is 

permeable through the intestinal wall or requires an intestinal 

permeability enhancer to permeate the intestinal wall, and at least one 

nonionic surfactant which is capable of protecting said active agent 

against deactivation by enzymes. Oral capsules containing 

terlakiren 100, and Myrj 52 (I) 500 mg were orally administered to dogs. 

The average improvement in bioavailability due to I was 14 fold as compared to 

capsules without I. 
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Liquid and semi -solid enteric dosage forms were prepared by entrapping drug 
with an appropriate partition coefficient in a lipid base vehicle which would 
then be released by the action of intestinal enzymes . Lipid 
ester derivs. such as glyceryl monocaprylate and polysorbate 80 were used 
as vehicles. These vehicles readily dissolved the poorly water-soluble 
compds. used in the study, itazigrel, indomethacin and the dye, sudan II, 
were digested by lipase and esterase, releasing the test drugs with time 
profiles similar to those observed in dissoln. studies. The vehicles 
released little or only a small amount of the drugs into aqueous medium in the 
absence of an appropriate enzyme. The enzyme 

-sensitive enteric vehicles when containing sudan II did not release the dye 
in the stomach of rats after oral administration, but released significant 
amts. of the dye in the small intestine. 



